At the initial enrollment visit, after the informed consent document has been reviewed, the study team asks several questions to assess the participant's understanding of English and of the protocol.
Just to be sure that what we are saying is clear to you, when I say your taking part is completely voluntary, what does that mean to you? Acceptable answers include "I can decide to take part or not to take part." "I can refuse to take part if I don't want to." "It's up to me whether I join the study." "I don't have to do this." I've been reviewing a lot of material with you. Now that we're ready to start, do you remember what we're going to be doing at today's visit? Acceptable answers include "You'll be asking me questions." "You'll leave me forms to fill out each week." "You'll give me instructions for filling out the forms." "You'll take blood." "You're leaving me with urine collection cups"
2) Sample collection, containment, transport, processing and storage:
Sample Collection and Containment Urine samples are collected in sterile plastic urine cups. Participants are instructed to collect the first morning void if possible for a one-time collection. Samples are often kept frozen in participant's freezers until staff are able to arrange for pick-up.
For 24-hour collection, participants are instructed to follow the standard medical protocol for collecting a 24-hour sample. When doing so, participants first collect sample into a "urine hat" and then transfer into the larger plastic collection container. During the 24-hour collection period, the sample is kept refrigerated in the participant's home until staff arrive. Urine specimens are stored for up to 4 weeks in the participants' home freezer before transfer to storage at UC Davis.
Blood is obtained by venipuncture and collected in vacutainers in the appropriate draw sequence to avoid contamination of additives from one tube to the next. Standard phlebotomy techniques and proper safety precautions are followed during every draw. Pediatric samples are collected by a phlebotomist trained on collection from children. All samples are securely tightened in their collection container and then placed in secondary containment (i.e. a plastic zip lock bag). Gloves are used when handling any samples.
Transport, Processing, and Storage
To avoid contamination, participant biological samples (blood, urine, breastmilk, hair etc.), once they are in a closed container, are placed in the transport vehicle in coolers with ice packs, prior to the dust collection, which is stored in a separate closed container and transported in a different compartment of the vehicle.
All MARBLES samples arrive in coolers and upon arrival at the UC Davis specimen processing laboratory, study staff thaw any frozen samples that require processing (urine cups and diapers). Samples are also accompanied by specimen logs that track the day and time of collection, and who collected it. Weights and volumes are added to the log as samples are processed. Ambient yellow top (citrate) blood tubes are delivered to the laboratory of Dr. Judy Van de Water for processing and red top and lavender top blood tubes are centrifuged by the UC Davis specimen management team, upon arrival, at 4°C for 15 min at 2500RPM, then aliquoted. Blood-based samples stay frozen and are placed into a -80°C freezer (blood, serum, or plasma). Samples that require any processing (urine, blood) are aliquoted via sterile plastic pipets, and then placed into the freezers. Originally, the urine collection cups were stored directly upon arrival at UC Davis in -20°C, but more recently, they are aliquoted at the time they are brought to UC Davis prior to long-term storage at -80°C. We are using collection and storage containers recommended by the laboratories (e.g., at CDC, Emory University, or UC Davis) that will be conducting the analyses.
All freezers are equipped with sensors and alarms for 24/7 monitoring of temperature. Staff is automatically called when freezers fail and transfer specimens to similar freezers.
All samples are entered into our Freezerworks database and receive labels with subject IDs and internal bar code IDs for easy sample retrieval. Samples are stored in freezers according to samples types: dust with dust, serum with serum, etc.
Gloves are worn while handling all samples and changed frequently to avoid cross contamination. Dust is not processed, but labeled and stored in the -20C freezers. Gloves are changed before handling any different type of sample.
3) Neurodevelopmental assessments:
Assessments are conducted within the home during the first year of life, and then at the MIND Institute for the 24 and 36 month visits. At the home visits, clinical testing is carried out in an area from which extraneous materials have been removed to minimize distractions. Administration of developmental assessments is video recorded at each home visit and reviewed by senior clinical staff, as needed for clinical monitoring or quarterly reliability checks. At the MIND Institute, assessments take place in examination rooms in a child-friendly clinic, and are videotaped through a one-way window. These tapes are reviewed by a clinician who did not administer the instrument.
Testing during the first year of life is conducted by staffpersons who are trained by senior clinicians. The reliability process includes three administrations of the AOSI and the MSEL at different age points. Reliability is completed via direct observation at the home visit, or behind a two-way mirror at the MIND, or video (when neither of the first two is possible). 80% agreement in scores/ratings between the senior clinician and the junior staffmember meets the standard for reliability. After the initial training/reliability period, the junior staff undergoes quarterly reliability checks with a senior clinician.
4) Health Information Obtaining Health Records
We attempt to obtain outpatient and inpatient health records from all MARBLES mothers and from the proband and the younger sibling in a systematic fashion. The medical records span health care from immediately prior to conception through delivery for the mother and from birth through age three for the child. For each such pregnancy, we attempt to collect four main record types: maternal prenatal and labor and delivery and child newborn and pediatric. Minor records include: maternal primary and specialty care, infertility, mental health, dental, and hospitalization; as well as child specialty care, dental and hospitalizations. For participants with multiple providers or hospitals that rendered a given type of health service, we request information from them all. At enrollment, the mother is asked to sign an authorization for release of health information for herself (for each pregnancy) and for the proband. Participants update authorization and provider information on an annual basis beginning at the birth of the younger sibling.
Processing Health Records
Paper authorizations and healthcare provider worksheets are scanned, encrypted and stored on a secure server. Staff members complete missing contact information and confirm record availability by contacting each provider and hospital. All contact data are entered manually into a secure electronic data entry system. Record requests are initiated by fax, and paper and electronic chart materials are received, organized by type and chronology of information, and archived. Staff are trained to abstract variables from each of the four main record types and enter them into a structured electronic system. Supervisors review key aspects of each abstraction, and validation is achieved by blinded re-abstraction of over 10% of charts. Finally, at the data cleaning stage, records are re-accessed by a supervisor to resolve any inconsistencies.
